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DETAILED ACTION 
Claim Status 

Applicants' response of May 22, 2007, to the non-final action dated January 25, 2007 has 
been entered. Claims 4-8 are pending in the application. Claims 4-6 have been amended, and 
claim 1-3 and 9-14 have been cancelled. No claims were newly added. Claims 4-8 are currently 
under examination. 

Applicants should note that the elected invention (without traverse) is directed to a 
method of culturing, and proliferating neural stem cells in culture medium comprising HGF, and 
the elected species of FGF-2. Thus, the examination of the instant claims has been limited to the 
combination of HGF and FGF-2, there being no allowable generic or linking claim. 

Response & New Claim Objections 

Claims 4-6 were objected to for referring to withdrawn claim 1, in the previous office 
action dated January 25, 2007. In view of Applicants' cancellation of claim 1, the objection is 
rendered moot and hereby withdrawn. 

Claims 4-6 are newly objected to because of the following informalities: the claims have 
not been amended to recite the elected invention and the species of the invention. The instant 
claims have been amended to include non-elected subject matter, i.e. HGF and EGF; or HGF, 
FGF-2 and EGF. Appropriate correction is required. 

Claim Rejections - 35 USC § 112- Second Paragraph 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Applicants' claim amendments have necessitated the following new grounds of rejection. 

Claims 6-8 are newly rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 
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Claim 6 is rejected under 35 U.S.C. 112, second paragraph, as being incomplete for 
omitting essential steps, such omission amounting to a gap between the steps. See MPEP 
§ 2172.01. The omitted steps are: culturing neural stem cells under conditions that allow their 
differentiation into a population of cells containing neurons and glia. 

Claims 7-8 depend from claim 6 and have therefore been included in the rejection. 



Response to Claim Rejections - 35 (JSC §102 
Claims 4-6 and 8 stand rejected under 35 U.S.C. 102(e) as being anticipated by Csete et 
al. (U.S. Patent No.: 6,589,728; filed Jan. 31, 2001). The rejections set for the on pp. 2-3 of the 
previous office action dated January 25, 2007 are maintained for claims 4-6 and 8 for reasons of 
record. 

Applicants traverse the rejection, arguing that Csete et al. do not describe any single 
growth factor among the long list of growth factors for culturing, proliferating or differentiating 
neural stem cells, and that Csete et al. disclose that to induce differentiation to neurons and glia, 
fibroblast growth factor beta (FGFb) is removed from the media; and that Csete et al. are 
completely silent on any combination of growth factors in the medium, much less the specific 
combinations of HGF and FGF-2, HGF and EGF, or HGF, FGF-2 and EGF recited in the present 
methods. Applicants' arguments have been fully considered but are not found persuasive. 

In response, it should be noted that FGF-2 and bFGF are synonymous terms for the same 
growth factor, and that the instant claims have been examined commensurate in scope with the 
elected invention, i.e. culturing neural stem cells in the presence of HGF and FGF-2. 

As indicated in the previous office action, Csete et al. teach a method for isolating, 
maintaining, enriching and differentiating stem or precursor central nervous system cells from 
fetal rat brain, that are dissociated to a single-cell suspension and plated on tissue culture dishes 
in medium containing bFGF. Further teaching that the medium for isolation, proliferation and 
differentiation of the stem cells may be supplemented with a variety of growth factors, cytokines 
and serum, that include hepatocytes growth factor (HGF) (column 7). Thus teaching all the 
limitations of instant claims 4-6 and 8. 

It is additionally noted that instant claims 4 and 5 are directed to methods of culturing and 
proliferating neural stem cells and not differentiation. Further, while the preamble of claim 6 
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recites a method of differentiating neural stem cells, the method step recited in the claim is 
directed to culturing neural stem cells in a growth medium comprising HGF and FGF-2, and not 
to differentiation of said cells. None the less, Csete et al, teach that the medium for proliferating 
the stem cells and the medium for differentiation of these cells can be the same or different (lines 
42-45; column 7). 

Therefore the rejection is maintained for claims 4-6 and 8 for reasons of record and the 
foregoing discussion. 

Response to Claim Rejections - 35 USC §103 

Claim 7 stands rejected under 35 U.S.C. § 103(a) as being unpatentable over Csete et al. 
(U.S. Patent No.: 6,589,728; filed Jan. 31, 2001), in view of Luskin (U.S. Patent No.: 5,753,505; 
filed Jul. 6, 1995). The rejections set for the on pp. 3-4 of the previous office action dated 
January 25, 2007are maintained for claims 4-6 and 8 for reasons of record. 

Applicants traverse the rejection, arguing that the combined disclosures of Csete and 
Luskin do not disclose or suggest all of the limitations of the claims, because Csete does not 
disclose or suggest including any combination of growth factors in the medium, much less the 
specific combinations of HGF and FGF-2, HGF and EGF, or HGF, FGF-2 and EGF recited in 
the present methods, and that Luskin does not supply the elements missing from Csete. 
Applicants' arguments have been fully considered but are not found persuasive. 

It should again be noted that that the instant claims have been examined commensurate in 
scope with the elected invention, i.e. culturing neural stem cells in the presence of HGF and 
FGF-2. Applicants' are directed to the response set forth above regarding the teachings of Csete 
et al. 

Applicants further argue that the results shown in Figure 1 (b) and Table 1 with respect to 
culture and the proliferation of neurospheres cultured in growth medium in the presence of HGF 
and FGF-2 constitute unexpected and superior results of the present method (3100 versus 900 for 
culture in HGF alone). Such is not found persuasive, because it is not clear why an increase in 
proliferative capacity of the cells in the presence of growth factors additional to HGF alone 
would be considered unexpected. HGF and FGF2 are structurally and functionally distinct 
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growth factors and the use of combinations of growth factors in enhancing the proliferative 
potential of cells in culture was well known in the art as demonstrated by the teachings of Csete 
et al. Moreover, any "unexpected" results would be so considered in view of an expected result. 
In the instant case, the expected result is an increased proliferative potential when more than one 
growth factor is utilized in a culture medium. 

As indicated in MPEP 716.02(c), "Expected beneficial results are evidence of 
obviousness of a claimed invention, just as unexpected results are evidence of unobviousness 
thereof." In re Gershon, 372 F.2d 535, 538, 152 USPQ 602, 604 (CCPA 1967). 

Therefore the rejection of claim 7 is maintained for reasons of record and the foregoing 
discussion. 

Conclusion 

Claims 4-8 are not allowed. 

Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. The claims are drawn to the same invention claimed earlier in the application and 
would have been finally rejected on the grounds and art of record in the next Office Action if 
they had been entered earlier in the application. Accordingly, THIS ACTION IS MADE 
FINAL. See MPEP § 706.07(a). Applicant is reminded of the extension of time policy as set 
forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Fereydoun G. Sajjadi whose telephone number is (571) 272- 
3311. The examiner can normally be reached on 7:00-4:00. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph Woitach can be reached on (571) 272-0739. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. The faxing of 
such papers must conform with the notice published in the Official Gazette, 1096 OG 30 
(November 15, 1989). 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 



information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



Fereydoun G. Sajjadi, Ph.D. 
Examiner, USPTO, AU 1633 




/JLnne "Marie J. <WehU/ 
Primary Examiner, A.U. 1633 



